clinical trials. Increased AXL expression is associated with innate immune suppression and the appearance of resistance to targeted therapies in models of NSCLC and pt samples. AXL inhibition via bemcentinib prevents the appearance of such resistance in vivo and has shown immunomodulatory effect in AML patients. Method: This study was designed to confirm the safety and tolerability of bemcentinib as a monotherapy and when administered in combination with erlotinib (arm A). Pts with activating EGFR mutation driven NSCLC who had progressed on an approved EGFR inhibitor (arm B) or were receiving erlotinib in the first line setting (arm C) were treated with bemcentinib at RP2D in combination with full dose erlotinib to evaluate the potential of bemcentinib to reverse or prevent resistance to EGFR targeted therapy, respectively. Plasma protein biomarker levels were measured using the DiscoveryMap v3.3 panel (Myriad RBM) at C1D1 and C2D1. Result: 2 out of 8 pts (25%) with stage IV disease who received bemcentinib monotherapy achieved SD for close to 1 year including evidence of tumour shrinkage of 19% in 1 pt. 1 pt who had progressed on previous erlotinib monotherapy (12.5%) achieved a PR receiving bemcentinib in combination with erlotinib and remains on treatment well beyond 2 years later (arm A). A further 3 pts had SD at 6 wks. 11 patients (4 female, median age 58; 38-67) were enrolled in arm B and had received a median of 2 (1 -4) previous lines of cytotoxic chemotherapy and a median of 2 previous EGFR inhibitors. 2 of these 11 pts (18%) including 1 pt who was refractory to erlotinib therapy at the onset of combination therapy remain on treatment more than 6 months into therapy at the time of writing with best responses of PR and SD, respectively. 1 further pt had SD at 6 weeks. The most common treatment-related AEs have been gastrointestinal and rash.There was no evidence of any impact of bemcentinib on erlotinib pharmacokinetics. Protein biomarkers predictive of pt benefit following bemcentinib treatment were identified. Conclusion: Bemcentinib can be safely administered in combination with erlotinib to pts with NSCLC and achieves additional benefit in a proportion of patients who do not have T790M and have progressed on EGFR inhibition or are maintained on erlotinib alone. Clinical trial information: NCT02424617.
clinical trials. Increased AXL expression is associated with innate immune suppression and the appearance of resistance to targeted therapies in models of NSCLC and pt samples. AXL inhibition via bemcentinib prevents the appearance of such resistance in vivo and has shown immunomodulatory effect in AML patients. Method: This study was designed to confirm the safety and tolerability of bemcentinib as a monotherapy and when administered in combination with erlotinib (arm A). Pts with activating EGFR mutation driven NSCLC who had progressed on an approved EGFR inhibitor (arm B) or were receiving erlotinib in the first line setting (arm C) were treated with bemcentinib at RP2D in combination with full dose erlotinib to evaluate the potential of bemcentinib to reverse or prevent resistance to EGFR targeted therapy, respectively. Plasma protein biomarker levels were measured using the DiscoveryMap v3.3 panel (Myriad RBM) at C1D1 and C2D1. Result: 2 out of 8 pts (25%) with stage IV disease who received bemcentinib monotherapy achieved SD for close to 1 year including evidence of tumour shrinkage of 19% in 1 pt. 1 pt who had progressed on previous erlotinib monotherapy (12.5%) achieved a PR receiving bemcentinib in combination with erlotinib and remains on treatment well beyond 2 years later (arm A). A further 3 pts had SD at 6 wks. 11 patients (4 female, median age 58; 38-67) were enrolled in arm B and had received a median of 2 (1 -4) previous lines of cytotoxic chemotherapy and a median of 2 previous EGFR inhibitors. 2 of these 11 pts (18%) including 1 pt who was refractory to erlotinib therapy at the onset of combination therapy remain on treatment more than 6 months into therapy at the time of writing with best responses of PR and SD, respectively. 1 further pt had SD at 6 weeks. The most common treatment-related AEs have been gastrointestinal and rash.There was no evidence of any impact of bemcentinib on erlotinib pharmacokinetics. Protein biomarkers predictive of pt benefit following bemcentinib treatment were identified. Conclusion: Bemcentinib can be safely administered in combination with erlotinib to pts with NSCLC and achieves additional benefit in a proportion of patients who do not have T790M and have progressed on EGFR inhibition or are maintained on erlotinib alone. Clinical trial information: NCT02424617. Background: Tumor heterogeneity causes different EGFR mutation abundances, and is believed to be responsible for varied progressionfree survival (PFS) in lung adenocarcinoma (ADC) patients receiving EGFR-TKI treatment. EGFR amplification and its common presence in EGFR mutant allele might be determined by the EGFR copy number variation. Examination of EGFR amplification status in EGFR mutant patients could predict the efficacy of EGFR-TKI treatment Method: 72 lung ADC patients, who harbored EGFR activating mutations and received erlotinib as first line treatment, were examined for EGFR amplification by FISH. We analyzed the relationship between the EGFR mutational status and copy number profile with clinical outcomes including response rate, overall-survival (OS), and PFS. Result: Median age was 62-yo (r, 20-87 years), 53 patients were females (73%), and 89% had common mutations. Twenty-two (30.6%) samples with EGFR activating mutations were identified as having EGFR amplification. EGFR amplification was more frequent in patients with exon 19 deletion (p¼0.05) and in those with better performance status (p¼0.01). Patients with EGFR gene amplification had a significantly longer PFS than those without [(25.2 Background: The discovery of the EGFR-tyrosine kinase inhibitor (TKI) sensitizing mutation and the customized application of the 1st generation EGFR-TKI dramatically improved the clinical outcome of patients with lung adenocarcinoma. However, EGFR-mutation positive lung adenocarcinoma has ultimately acquired drug resistance against EGFR-TKI, resulting in treatment failure. The EGFR T790M mutation is found in approximately half of patients with resistance during 1st and 2nd generation EGFR-TKI therapy and is also a therapeutic biomarker of indications for EMSI treatment. In this study, authors aimed to investigate the effect of presence of T790M mutation in the treatment naïve lung adenocarcinoma tissues on the response to 1st and 2nd generation EGFR-TKI using droplet digital PCR (ddPCR). Method: 113 specimens from the patients who visited Severance Hospital from 2009 to 2017 were recruited from the institutional tissue bank. Detailed inclusion criteria for the cases are as follows; (1) pathologically proven lung adenocarcinoma; (2) pStage IIIB w IV (3) 1st line treatment with 1st or 2nd generation EGFR-TKI (4) sufficient FFPE tissue blocks for gDNA extraction (5) provided informed consent for the use of tissues. gDNA was extracted with QIAamp DNA FFPE tissue kit and T790M mutation was identified using BioRad Droplet Digital PCR (ddPCR) QX200 according to the manufacturer's manual. Result: To date, 46 cases have been tested for T790M mutations, with 69.2% cases with 10 copies, 42.3% with 20 copies, and 30.7% with 30 copies. When 30 copies or more were defined as positive, the cases with higher de novo T790M mutations showed shorter progression free survival for 1st and 2nd generation EGFR-TKI. In 31 cases, EGFR mutation was measured at re-biopsy. There was no significant relationship between pre-treatment T790M mutation status and re-biopsy T790M mutation, and there was no significant relationship between pre-treatment and overall survival. *Depending on the results of additional experiments, the above information will be updated at the time of presentation. Conclusion: In treatment naïve lung adenocarcinoma, a de novo T790M mutation is frequently observed and may related to the poor response to 1st and 2nd generation EGFR-TKI. The further studies on the applicability of EMSI to these subgroups and its clinical usefulness are required. Keywords: lung adenocarcinoma, ddPCR, de novo T790M mutation
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